While the pathogenesis of Alzheimer's disease (AD), the most common neurodegenerative disease, is still unclear, failure to efficiently eliminate potentially toxic molecules from the interstitium of the aging brain may be a contributing factor (Bateman et al., 2006; Deane et al., 2009; Nedergaard, 2013; Zlokovic, 2008a) . At present there is no effective therapy to slow or prevent the biological progression of this devastating disease. Thus, there is no available approach to slow or prevent the 'AD tsunami'. However, understanding how the brain clears the interstitium of waste products could lead to the discovery of novel targets to help in delaying the onset of AD.
In peripheral organs, the very permeable capillaries and the lymphatic system facilitate rapid clearance of proteins and metabolic products from the interstitial fluid (ISF) (Michel, 1988) . However, it is well established that the CNS vascular barriers restrict trafficking of polar molecules into and out of the brain, and the CNS lacks conventional lymphatic vessels (Abbott et al., 2006; Bradbury, 1985; Zlokovic, 2008b) . Despite these features there is rapid clearance of metabolic waste products in the normal brain (Abbott et al., 2006; Bradbury, 1985; Deane et al., 2009; Nedergaard, 2013; Zlokovic, 2008b) . The glymphatic fluid transporting pathways act as a 'pseudo-lymphatic system', and have been described as a brain-wide macroscopic system for the rapid clearance of waste from the interstitium (Iliff et al., 2012; Nedergaard, 2013) . The glymphatic transport pathways consist of 1) the flow of cerebrospinal fluid (CSF) into brain via the peri-arterial space, as suggested by earlier observations (Rennels et al., 1985) , astrocytic specific aquaporin 4 (AQP4)-mediated convective flow of ISF through the interstitium, and 3) clearance of molecules via the perivascular space surrounding the deep cerebral veins, and via the cervical lymph nodes (Boulton et al., 1996; Bradbury and Westrop, 1983; Brinker et al., 1997; Iliff et al., Neurobiology of Disease 93 (2016) [215] [216] [217] [218] [219] [220] [221] [222] [223] [224] [225] 
